
LETTER TO THE EDITOR 

Neurofibromato s: No Chromosomal De ct 
by Prophase Banding Technique 

Von Recklinghausen's neurofibrom~os~ (NF) is a g e n ~  disorder with a broad 
range of severity and m a n i ~ i o n s ,  including n e o p ~ s ~  and b~th defec~ [1]. Al- 
though considered an autosomM dominant ff~t, its genetics may be h~erogeneous, 
since NF has the h ~ h e ~  mut~ion r~e  of an~ human locus, and 50% of p ~ n ~  
represent new sporadic occurrences. High resolu~on karyotyping has provided in- 
sights into the genetics of other syndromes of cancer and congen~M mMformations, 
e.g., aniridia-growth retardation with Wflms' tumor and growth and ment~ retar- 
dation with retinoblastoma [2]. Hence, we studied NF cells with our new simple 
prophase ~chnique [3]. 

Through the locM chap~r  of the NafionM Neurofibram~osis Foundation, vol- 
unteers were recru~ed who had at least two of the following features: (a) six or 
more ca f~au4~t  spots at least 1.5 cm in greatest d iam~er  (or, ff under 10oyear~oL 
age, two or more spots at least 0.5 cm); (b) biopsy-proved NF; (c) a skin nodule 
c o n ~ e n t  w~h neurofibroma; (d) a m@or, ra~e r e a n i m a t i o n  of NF (one p~ient  
each had op~c nerve ~ioma, ~ r M  meningoco~e, fibial pseuda~hros~,  and ma- 
croda~yly); and (e) a firs~degree relative meeting the above criteria. The ten ~ m ~ e  
and four male s u p e r s  from nine ~mil ies  were 3-46 years old (median, 23] and 
had no acute illnesses. One had received radiotherapy for breast cancer. 

A~er informed consent, blood was drawn and processed [3]. Phytohemag~u- 
finin-stimul~ed lymphocytes were incub~ed for 72 hr followed by ffeatment of the 
cells for 10 min with 10 ml hypotonic solu~on c o n ~ i n g  of equM pa~s of 75 
mmoUL 2-mercapto~han~ and 75 mmoFL KC1. Then, 0.5 &g of colcemid were 
added and the cells incub~ed for an addifionM 10 min. The incuba~on was ended 
by fixing the cell suspenMon with several changes of a 3:1 mixture of absolute 
m~hanol  and ~aciM acetic acid. Slides were prepared and aged in the usuM man- 
ner, then su~e~ed  to trypsin-Giemsa ~ n i n g .  For each individuM, at least 10 pro- 
phases were c o m p l ~ y  karyotyped and 15 more were partiMly karyotyped. 

There was no chromosomM anomMy seen in any individuM, ff a chromosom~ 
defect occurs in some patients with NF, it Hkely affects fewer than 640-720 kb, the 
resolution typ~Mly achieved by our 1000~and ~chnique. To suggest a chromo- 
somal l o c ~ i o n  of the NF geneS), ~chniques more powedul  (albe~, more ar- 
duous) than karyotyping must be applied; indeed, genetic linkage analysis with 28 
conven~onal markers recently sugges~d a locus on chromosome #4, near GC, a 
serum pro ton  ~]. AdditionM ~mf l~s  should be ~udied,  perhaps adding, as mark- 
ers, the polymorphisms of DNA ~e~H~ion fragment ~ n ~ h s  th~  were so succes~ul 
in assigning lhe gene locus for Huntin~on's  disease to chromosome #4 [5]. 

Addm~ ~que~s  for repents to Dr. Y. S. Kao, Depa~ment of P~h~ogy, Louisiana S ~  U n i v e ~ y  
MedicM Cent~, New OHeans, LA 70112. 
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